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Apt Hni± w :;„l^^ 

r:jr ^?Applic.ant f -s ;_ei:e:ctlo 
Paper No. 12 is acknowledged. However, as previously presented 
the reasons for restriction contained several typographical 
errors which made them confusing at best. As such the 
restriction requirement in its entirety is repeated herein and 
will not be made final in this action in order to give applicants 
a chance to traverse the restriction as it was intended to be 
presented. 

Restriction to one of the following inventions is required 
under 35 U.S.C. 121: 

I. Claims 1-3, drawn to DNA, vectors and host cells 
encoding a protein arginine methyltransf erase, 
classified in class 435, subclass 325. 

II. Claims 4-13, drawn to a protein arginine 
~ .,. ,...,„ ,.jne£hyl trans fexB.se, ... r £l&sjiX£X3&~ As. J?MA5~14 3£ ..subQlas.s.1 

193. • > ■ ■ 

III. Claims 14-16, drawn to antibodies to protein arginine 
methyltransf erase, classified in 'class 530, subclass 
387.9. 

IV. Claims 17-20, drawn to methods _of methylating a 
polypeptide, classified in class 435, subclass 68 . 1 . 

V. Claim 21, drawn to methylated histone H3, classified in 
class 530, subclass 358. 
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VI. Claim 22, drawn to antibodies to methylated histone H3, 
classified in class 530, subclass 389.1. 

-VII-.---€laims— 2-3- of--. — - ... 

CARMl/GRIP-1 binding, classified in class 435, subclass 

VIII . Claims 27-^2,_drawn to methods^. of modulating^ 
■ " ~ ; ..expr e'SB:ioni:of :..*a:Miuciear-r eceptor' dependent "gene , 

classified in class 435,- . subclass 375.. ' 

IX. Claims 34-38, drawn to methods of screening for 
modulators of CARM1 coactivator activity, classified in 
class 435, subclass 6. 

The inventions are distinct, -each from- the other because of 
the -following- -reasons : 
„ -~- The~DNA--of Group-X,. .and- the proteins of Groups. II.,. Ill, V^ 
and VI, each comprise a chemically unrelated structure capable of 

separate manufacture, use and effect.. The DNA comprises . a _ . 

nucleic - acid sequence, ... and the proteins of Groups II, III, V and 
VI each comprise unrelated amino acid sequences. The DNA has 
other utility besides encoding the proteins such as a 
hybridization- probe, the proteins ca-n- be-made by- another- method 
such as isolation from natural sources or chemical synthesis and 
the proteins have other utility besides acting as an antigen to 
induce the antibodies such as for the methods of Group IV. 
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Inventions II and IV are related as product and process of 
use. The inventions can be shown to be distinct if either or 
both of the following can be shown: (1) the process for using the 
product as claimed can be practiced with another materially 
different product or (2) the product as claimed can be used in a 
materially different process of" using" that product (M.P.E.P. 
§ 806.05(h)). In the instant case the product can be used to 
induce antibodies. 

Inventions IV and V are related as process of making and 
product made. The inventions are distinct if either or both of 
the following can be shown: (1) that the process as claimed can 
be used to make other and materially different product or (2) 
that the product as claimed can be made by another and materially 
different process (MPEP § 806.05(f)). In the instant case the 
- p r o duct _ can-, be- made-~by— a- . mat er ia 1 1-y :t di££er ent -met ho d r ,_S;Uch- -as- 
chemical synthesis. " 

The DNA of Group I, the antibody of Group III, and the 
antibody of Group VI are unrelated to the method of Group IV as 
they are neither -used nor made -by- the* method of Group IV. - 

Inventions I and VII, VIII or IX are related as product and 
process of use. The inventions can be shown to be distinct if 
either or both of the following can be shown: (1) the process for 
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materially different product or (2) the product as claimed can be 
used in a materially different process of using that product 
1MPEP § '806.05 Ch) XT " "In "the" instant" case™ the"* "DNA of Group T"can 
be used to produce the proteins of Group II. 

The proteins of Group II, the antibody of Group III, the 
histones of Group V and the antibody of Group VI are unrelated to 
the methods of Group VII-IX as they are neither used nor made by 
the methods of "^roup" : W^ " 

The methods of Groups IV and VII-IX are independent as they 
comprise different steps, utilize different products and produce 
different results. 

Because these -inventions are distinct for the reasons given 
above and have acquired a separate status in the art because of 
their recognized divergent subject matter as shown by their 
different classification, restriction for examination purposes as 
indicated is.. proper. "" *".."„ .^_ : -r~ . -■• ... ~ 

Clalire 4-3^ _ are_wi^^ ~~ 
pursuant to 37 CFR - 1 . 142 (b) , as -being drawn to a nonelected 
invention, there being no allowable generic or linking claim. 
* App lTcant " 'time! y^t r a ve r sVd 'The~~r e sTr I cFion '^(eTe ct a onT "re qui r ement 
in Paper No. 12. 

Claims 1-3 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point 
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out and distinctly claim the subject matter which applicant 
regards as the invention. 

. . Claim. 1. (upon : which Claims 2-3 depend) is jLndef inite in. the 
recitation of * substantially equivalent". This phrase is defined 
on page 14 of the specification as *a sequence which varies from 
a reference sequence by one or more substitutions, deletions, or 
additions, the net effect of. wlfi-chr-does- nbt-resu-lt in an adverse 
functional dissimilarity between the reference -and subject 
sequences" . However, this definition is unclear as it does not 
specify what functions are referred to nor define what would 
constitute an * adverse functional dissimilarity" . The sequence 
of SEQ ID NO:l encodes a protein with several different 
functions, including protein-arginine methyltransf erase activity 
and as a coactivator of transcription. Must all of the functions 
of the reference sequence ,.be maintained? or only some or one? 

Claims 1-3 are rejected "under '3 5"U.S.C. 112, first 
paragraph, as containing subject matter which was not described 
in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that_ the inventor (s), at the time the 
application wais "filedV" had "possess ion"of " the claimed invention. 

These claims are directed to a genus of DNA molecules 
comprising a sequence substantially equivalent to SEQ ID N0:1 or 
a fragment thereof of at least 40 nucleotides. The specification 
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does not contain any disclosure of the function of all DNA 
sequences that are substantially equivalent to SEQ ID NO:l or a 
fragment thereof of at least 40 nucleotides. The genus of 
nucleic acids encompassed is a large variable genus with the 
potentiality of encoding many different proteins. Therefore, many 
functionally unrelated DNAs are encompassed within the scope of 
these claims, including partial DNA sequences. The specification 
discloses only a single species of the claimed genus which is 
insufficient to put one of skill in the art in possession of the 
attributes and features of all species within the claimed genus. 
Therefore, one skilled in the art cannot reasonably conclude that 
the applicant had possession of the claimed invention at the time 
the- instant application was 'filed. 

Applicant is referred _ to „the revised guidelines concerning 
compliance with the written description requirement of U.S. C. 
112, first paragraph, published in the Official Gazette and also 
available at www.usp_to.goy. „ 

Claims 1-3 are rejected under 35 U.SyGi 112, first 
paragraph, because the specification, while being enabling for 
SEQ ID N0:1, does not reasonably provide enablement for any 
nucleic acid comprising r §7;^/3Uencg .sjyj^t^tiall^ equivalent to 
SEQ ID N0:1 or a fragment thereof of at least 40 nucleotides. 
The specification does not enable any person skilled in the art 
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to which it pertains, or with which it is most nearly connected, 
to make and use the invention commensurate in scope with these 
claims. * "■* " ".' ..1* * '*" 

Claims 1-3 are so broad as to encompass any nucleic acid 
comprising a sequence substantially equivalent to SEQ ID NO:l or 
a fragment thereof of at least 40 nucleotides. The scope of the 
^claims is not commensurate withT i-he enablement -provided by the 
disclosure with regard to the extremely large number of nucleic 
acids broadly encompassed by the claims. Since the amino acid 
sequence of a protein determines its structural and functional 
properties, predictability of which changes can be tolerated in a 
protein's amino acid sequence and obtain the desired activity 
requires a knowledge of and guidance with regard to which amino 
acids in the protein's sequence, if any, are tolerant of 
modification and which are conserved _(i .e. expectedl^ intolerant 
to modification)*, and detailed" knowledge of the ways in which the 
proteins 1 structure relates to its function. However, in this 
case the disclosure is limited to a single gene encoding a 
protein-arginine methyltransf erase and the encoded amino acid 
sequence. . . 

While recombinant and mutagenesis techniques are known, it 
is not routine in the art to screen for multiple substitutions or 
multiple modifications, as encompassed by the instant claims, and 
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the positions within a protein's sequence where amino acid 
modifications can be made with a reasonable expectation of 
success in obtaining the desired activity/utility are limited in 
any protein and the result of such modifications is 
unpredictable. In addition, one skilled in the art would expect 
any tolerance to modification for a given protein to diminish 
with each further and additional modification, e.g. multiple 
substitutions . 

The specification does not support the broad scope of the 
claims which encompass all modifications and fragments of any 
nucleic acid comprising a sequence substantially equivalent to 
SEQ ID NO:l or a fragment thereof of at least 40 nucleotides 
because the specification does not establish: (A) regions of the 
protein structure which may be modified without effecting 
protein-arginine methyltransf erase activity; (B) the general 
tolerance of protein-arginine methyltransf erases to modification 
and extent of^such tolerance; (C) : a rational and predictable 
scheme for modifying any protein-arginine methyltransf erase 
residues with an expectation of obtaining the desired biological 
function; and~~(D) the specification provides insufficient 
guidance as to which of the essentially infinite possible choices 
is likely to be successful. - - 
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Thus, applicants have not provided sufficient guidance to 

■enable one- of-ordi-nary skill - in - the---ar^- : to -makns -and— use -the - — - 

claimed invention in a manner reasonably correlated with the. 

scope of the claims broadly including any number of amino acid 

modifications of any nucleic acid comprising a sequence 

substantially equivalent to SEQ ID N0:1 or a fragment thereof of 

at least 40 nucleotides. The scope of the claims must bear a 

reasonable correlation with the scope of enablement ( In re 

Fisher , 166 USPQ 19 24 (CCPA 1970)). Without sufficient 

guidance, determination of nucleic acids having the desired 

biological characteristics is unpredictable and the 

-experimentation- left— to -those skilled -in -the -art is — - - ~ 

unnecessarily, and improperly, extensive and undue. See In re 

Wands 858 F.2d 731, 8 USPQ2nd 1400 (Fed. Cir, 1988) . 

The following is a quotation of the appropriate paragraphs 
of 35 U.S.C. 102 that form the basis for the rejections under 
this section made in this Office action: 

A person shall be entitled to a patent unless — 

(a) the invention was known or used by others in this country, or patented 
or described in a printed publication in this or a foreign country, before 
the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in 
this or a foreign country or in public use or on sale in this country, more 
than one year prior to the date of application for patent in the United 
States. 



(e) the invention was described in a patent granted on an application for 
patent by another filed in the United States before the invention thereof 
by the applicant for patent, or on an international application by another 
who has fulfilled the requirements of paragraphs (1), (2), and (4) of 
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section 371(c) of this title before the invention thereof by the applicant 
for patent. 

Claims 1-3 are rejected under 35 U.S.C. 102(a) as being 
anticipated by Chen et al . 

Chen et al. teach the cloning and expression of a CARM1 
nucleic acid identical to SEQ ID NO:l. 

Claims 1-3 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Lai et al. 

Lai et al. teach a human nucleic acid (SEQ ID NO: 6) which is 
83% identical to nucleotides 290-2567 of SEQ. ID NO:l and 
-fnduding ^any^5trBtrhes""0f" r&0%-±titentfty "of "'greater- than— 40 - 
nucleotides in length- -and vectors" arid host cells comprising- this" 

^ed5^ 

Claims 1-3 are rejected under ' 35 U;'S .C'."102 (b) as being 
anticipated by GenBank entries AA396116 and AA215095. 

GenBank entry AA396116 jteaches a nucleic acid which is 100% 
identical to nucleotides 2102-2678 of SEQ ID NO:l and vectors and 
host cells comprising this nucleic acid. 

identical to nucleotides 2154-2720 of SEQ ID NO:l and including 
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many stretches of 100% identity of greater than 40 nucleotides in 

length and vectors and host cells comprising this nucleic acid. 

Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Rebecca 
Prouty, Ph.D. whose telephone number is (703) 308-4000. The 
examiner can normally be reached on Monday-Friday from 8:30 to 
4:30. 



If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Ponnathapu Achutamurthy, 
can be reached at (703) 308-3804. The fax phone number for this 
Group is (703) 308-4242. 

Any inquiry of a general nature or relating to the status of 
this application or proceeding~should be directed to the Group 
receptionist whose telephone number is- (703) 308-0196. 
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